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1. Introduction 
Diabetes mellitus has become a major health threat as a global rise in it has been seen. The 
chronic disease has afflicted over 171 million people worldwide in 2000 and the incidence is 
expected to grow steadily to 366 million by 2030. As of May 2008, an estimated 92 million 
adults in China of the most populous country were living with diabetes and 148 million 
adults with prediabetes [1]. Diabetes mellitus is one of the leading causes of death across the 
globe particularly in the developing world. Most diabetic patients suffer from so-called 
long-term complications such as neuropathy, nephropathy, retinopathy, cataracts and even 
stroke. These complications arise from chronic hyperglycemia, which causes damage to 
blood vessels and peripheral nerves, greatly increasing the risk of heart attack. A number of 
mechanistic explanations for the complications have been proposed (for the reviews, see 
Refs. [2-5]). First, they include hyperactivity of polyol metabolic pathway that produces 
elevated accumulation of cellular sorbitol leading to osmotic stresses on cells, and is then 
implicated mainly in microvascular damage to retina, kidney, and nerve systems. As the 
second mechanism, increased formation of advanced glycation end products (AGEs) 
activates nonenzymatic glycosylation of proteins and lipids, and in turn leads to 
dysfunctional behaviors of related enzymes and receptors. The third of them is 
hyperglycemia-induced activation of protein kinase C (PKC) isoforms which evokes 
pathological changes in growth factor expression. The fourth is diverting of excess 
intracellular glucose into the hexosamine pathway and consequent overmodification of 
enzymatic proteins by N-acetylglucosamine along with abnormal enzyme behaviors. 
Finally, the fifth mechanism is recently proposed in which an hyperglycemia-induced 
impairment of antioxidant defense such as the overproduction of reactive oxygen species 
(ROS) readily initiates inflammation responses. 
Among these mechanisms, the polyol pathway was first discovered and in fact is generally 
accepted to be the mechanism of prime importance in the pathogenesis of diabetic 
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complications. Aldose reductase (AR, EC 1.1.1.21) that is the first and rate-controlling 
enzyme in the polyol pathway is of importance for the pathway and in turn has been a 
potential target for drug design, therefore, the inhibition of aldose reductase has been an 
attractive approach to the prevention and treatment of diabetic complications. In line with 
the focus of this chapter, ARIs and their therapeutic functions will be discussed in the 
following sections. 
2. Aldose reductase and the polyol metabolic pathway of glucose 
2.1. The polyol pathway 
Aldose reductase together with sorbitol dehydrogenase (SDH) forms the polyol pathway as 
shown in Figure 1. In the polyol pathway, AR initially catalyzes the NADPH-dependent 
reduction of the aldehyde form of glucose to form sorbitol. Sorbitol dehydrogenase then 
utilizing NAD oxidizes the intermediate sorbitol to fructose. The conversion of glucose to 
sorbitol catalyzed by AR was first identified in 1956 by Hers in the seminal vesicles where 
glucose is converted into fructose to provide an energy source for sperm [6]. Soon after, the 
polyol pathway sorbitol was found in diabetic rat lens by Van Heyningen [7]. In 1965, 
pathogenic effects of AR and its associated polyol pathway were first identified in the lens 
by Kinoshita, and these works formed the basis for the osmotic stress hypothesis of sugar 
cataract formation [8]. It proposes that intracellular excess sorbitol produced by AR 
accumulates in cells and is difficult to diffuse across the cell membranes, and consequently 
the osmotic damage to cells occurs which eventually leads to diabetic cataract complication 
[9]. These discoveries taken together led to the opening for studies on the pathogenic role of 
AR and the polyol pathway in the development of diabetic complications, and also made 
the beginning of research for the mechanism of diabetic complications. AR is now known to 
be present in most of the mammalian cells. Normally, the cellular glucose is oxidatively 
metabolized through the glycolysis pathway and then the Krebs cycle to produce the 
building blocks and energy for cells. Under hyperglycemic conditions, however, the 
increased amount of glucose activates AR and is metabolized by the activated polyol 
pathway. 
 
Figure 1. Polyol metabolic pathway of glucose 
After finding the AR-mediated glucose metabolism, several mechanisms other than the AR-
initiated polyol pathway for diabetic complications were successively proposed. 
Nevertheless, the polyol pathway appears still to be a compelling mechanism of diabetic 
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complications because growing evidences have been shown for an involvement of the 
abnormally activated polyol pathway in the pathogenesis of diabetic complications. 
Biomolecular evidences for the role of the polyol pathway are recently provided by cellular 
experiments and regulations of AR gene expression in the presence of high glucose 
induction. The protein expression of AR, and the intracellular sorbitol and fructose contents 
appeared to be up-regulated in mouse Schwann cells under high glucose conditions [10, 11]. 
In transgenic mice with AR overexpression, an elevated accumulation of sorbitol and 
fructose along with a simulteneous decrease in tibial motor nerve conduction velocity were 
found [12]. In peripheral blood mononuclear cells from nephropathy, high glucose increased 
NF-kB binding activities, which in turn induced an expression of AR protein [13]. 
Observations in high glucose-induced rat mesangial cells suggested that altered protein 
kinase C activity mediated through activation of the polyol-pathway contributes to a loss of 
mesangial cell contractile responsiveness [14]. A particular convincing finding is that these 
detrimental alterations could be prevented or reversed by the treatment with AR inhibitors 
(ARIs). 
Consistent findings can be also traced in the animals with a deficient AR gene expression. In 
db/db mice with an AR null mutation, diabetes-induced reduction of platelet/endothelial 
cell adhesion molecule-1 expression and increased expression of vascular endothelial 
growth factor were prevented which may have contributed to blood-retinal barrier 
breakdown. As a result, long-term diabetes-induced neuro-retinal stress and apoptosis and 
proliferation of blood vessels were less present [15]. This suggests that AR is responsible for 
the early events in the pathogenesis of diabetic retinopathy, leading to a cascade of retinal 
lesions. Also, AR-deficient mice were protected from delayed motor nerve conduction 
velocity, increased c-Jun NH2-terminal kinase activation, depletion of reduced glutathione, 
increased superoxide accumulation, and DNA damage [16]. AR-deficient or ARI-treated 
mice were protected from severe ischaemic limb injury and renal failure, showing only 
modest muscle necrosis and significant suppression of serum markers of renal failure and 
inflammation [17]. In addition, AR inhibition counteracted diabetes-induced oxidative-
nitrosative stress and poly(ADP-ribose) polymerase activation in sciatic nerve and retina 
[18]. Very recently in human mesangial cells in culture, exposure to high glucose and 
overexpression AR increased the expression of fibronectin. This increase was prevented by 
the AR inhibitors sorbinil and zopolrestat. Treatment with high glucose and transfected 
with plasmid PcDNA3.0-AR, resulted in phosphorylation and activation of ERK, JNK and 
AKT signaling pathway, and an increase in the expression of fibronectin. Treatment with 
inhibitor of JNK and AKT signaling pathway decreased the expression of fibronectin. 
Obviously, AR may be linked to extracellular matrix deposition in diabetic nephropathy, 
which is regulated by JNK and AKT [19]. 
On the other hand, in streptozotocin-diabetic rats, significantly delayed motor nerve 
conduction velocity, decreased R-R interval variation, reduced sciatic nerve blood flow and 
decreased erythrocyte 2,3-diphosphoglycerate concentrations were all ameliorated by 
treatment with ARI [5-(3-thienyl) tetrazol-1-yl]acetic acid. The inhibitor also reduced platelet 
hyperaggregation activity, decreased sorbitol accumulation and prevented not only myo-
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inositol depletion but also free-carnitine deficiency in diabetic nerves. Therefore, there is a 
close relationship between increased polyol pathway activity and carnitine deficiency in the 
development of diabetic neuropathy [20]. 
Similar to the results from cellular experiments and gene expression regulations, the role of 
the polyol pathway has been confirmed by animal models. Marked muscle necrosis and 
renal failure with accumulation of sorbitol and fructose were identified in ischaemic muscles 
of mice [17], and the disturbance in the renal medulla including oxygen tension, oxygen 
consumption, lactate/pyruvate ratio and pH were observed in diabetic rats [21]. Notably, 
these alterations were preventable by either ARI treatment or AR-deficient suggesting the 
involvement of the polyol pathway in the acute kidney injury. 
Besides, the pathways of AGEs, PKC, hexosamine, and ROS can be causally linked to 
downstream events of the increased polyol pathway flux including alterations in cellular 
redox balance and fructose concentration [2, 5, 22, 23]. As described above, for example, the 
loss of mesangial cell contractile responsiveness in high glucose-induced rat mesangial cells 
resulted from the activation of the polyol-pathway could be mediated by altered PKC 
activity [14]. In vitro studies on cultured human mesangial cells and in vivo studies in the 
diabetic renal cortex of streptozotocin-diabetic rats have indicated the presence of both 
increased AR activity and oxidative/nitrosative stress in the pathogenesis of diabetic 
nephropathy, and the nitrosative stress and polymerase activation could be counteracted by 
AR inhibition [24]. Moreover, the increased kinase activation, depletion of reduced 
glutathione, increased superoxide accumulation, and DNA damage could be prevented by 
AR-deficiency in the amelioration of motor nerve conduction velocity [16]. Recently, osmotic 
stress resulting from the accumulation of sugar alcohols in lens epithelial cells which contain 
mitochondria, has been shown to induce endoplasmic reticulum stress that leads to the 
generation of reactive ROS and apoptotic signaling [25]. 
The polyol pathway is in fact supported by successfully therapeutic applications of ARI 
drugs epalrestat and tolrestat in diabetic complications such as neuropathy. Epalrestat is 
now on the markets in Japan, China, and India while tolrestat was marketed in several 
countries although it was withdrawn. Also, a few of other ARIs involving fidalrestat and 
ranirestat have been advanced to late stage of clinical trials. 
2.2. Properties of AR 
AR belongs to the aldo-keto reductase enzyme superfamily. Crystallized complexes of AR 
with ligands and site directed mutagenesis allowed the enzyme structure to be identified. 
The enzyme is a single polypeptide domain composed of 315 amino acid residues [26]. The 
peptide chain blocked at the amino terminus folds into a β/α-barrel structural motif 
containing eight parallel β strands which are connected to each other by eight peripheral α-
helical segments running anti-parallel to the β sheet. The active site is located in a large and 
deep crevice in the C-terminal end of the β barrel, and the NADPH cofactor binds in an 
extended conformation to the bottom of the active site [27, 28]. However, it is likely that the 
active site often changes its conformational shape because a variety of binding 
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conformations bound by ARIs, represented by the complexes with ligands sorbinil (PDB 
entry code 1AH051), tolrestat (PDB entry code 2FDZ52), and IDD594 (PDB entry code 
1US053), have been reported [29-32]. These ligand-dependent conformations indicate a 
remarkable induced fit or flexibility of the active site. Nevertheless, at least three distinct 
binding pockets in the active site can be proposed as shown in Figure 2 according to a 
number of studies on crystal structures of AR by X-ray crystallography and mutagenesis [30, 
33-38]. The first is usually occupied by the anion head of ligand and thus named “anion 
binding pocket”. It is made up of Tyr48, His110, Trp20, and Trp111 side chains and the 
positively charged nicotinamide moiety of the cofactor NADP+. The second is a 
hydrophobic pocket, known as specificity pocket, and lined by the residues Leu300, Cys298, 
Cys303, Trp111, Cys303, and Phe122 [30]. The specificity pocket displays a high degree of 
flexibility and the residues lining this pocket are not conserved in other aldo-keto reductases 
such as aldehyde reductase, The third is another hydrophobic pocket formed by the 
residues Trp20, Trp111, Phe122, and Trp219 [34]. 
 
Figure 2. Proposed binding pockets in the active site of AR 
Aldehyde reductase (EC 1.1.1.2) , another member of the aldo-keto reductase superfamily, is 
mentioned here because of its close similarities to AR which may be associated with the 
specificity of ARIs. The two closely related enzymes share a high degree of sequence (∼65%) 
and three dimensional structure homology with the majority of the differences present at 
the C-terminal end of the enzyme proteins, where is the region containing the least 
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conserved residues and lining the hydrophobic pocket of the active site called the specificity 
pocket [30, 39-42]. The specificity pocket is responsible for substrate and inhibitor specificity 
in the aldo-keto reductases. 
Aldehyde reductase plays a detoxification role, as it specifically metabolizes toxic aldehydes 
such as hydroxynonenal (HNE), 3-deoxyglucosone, and methylglyoxal, which arise in large 
quantities from pathological conditions connected with oxidative stress, as in 
hyperglycemia, and are intermediates for the formation of AGEs [43-45]. Thus, aldehyde 
reductase inhibition may account for some of the undesirable toxicities associated with the 
present ARIs. It is believable that the development of more structurally diverse ARIs and in 
turn the identification of molecularly targeted candidates that specifically block AR are 
important approaches in the search of new drugs. 
3. AR inhibitors 
In spite of a range of structurally varied ARIs developed up to date [46, 47], carboxylic acids 
have been the most important and largest class of ARIs. This class readily shows activity in 
the AR inhibition because of the structural feature of carboxylate anion head group which 
may fit well in the so-called anion binding pocket of AR as described above (Figure. 2). At 
the beginning of research on AR properties, it was found that the enzyme is sensitive to 
organic anions, particularly to long-chain fatty acids [48], leading to the identification of 
tetramethyleneglutaric acid (TMG) as the first decent ARI in the 1960s. Since then, the more 
 
potent and early inhibitor alrestatin (AY-22,284) was developed [46]. Now the number of 
carboxylic acid ARIs is still growing. Among them is epalrestat, the only ARI given 
marketing approval as a therapeutic drug applied in the clinical treatment of diabetic 
neuropathy. Epalrestat was developed in 1983 [49] and has been marketed in Japan, and 
recently in China and India. Tolrestat, a strong ARI and potential drug for the treatment of 
diabetic complications [50], was approved to several markets, but withdrawn for the reason 
of risk of severe liver toxicity and death.The typical carboxylic acid ARIs also include 
zenarestat [51], zopolrestat [52], and ponalrestat [53]. Zenarestat is a potential drug for the 
treatment of diabetic neuropathy, retinopathy and cataracts. Both zenarestat and zopolrestat 
proceeded into late phase research of clinical trials. However, research results from Phase III 
trials showed zenarestat therapy in the dose level of 1200 mg/day to be linked with renal 
toxicity in a small number of patients [54]. Ponalrestat was withdrawn from clinical trials 
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due to lack of efficacy. Besides, a number of potent ARIs were recently designed and 
synthesized based on various chemical core structures including (benzothiazol-2-yl)methyl-
indole (lidorestat) [36], naphtho[1,2-d]isothiazole [55], oxadiazole [56], aromatic thiadiazine-
1,1-dioxide [57, 58], and quinoxalinone [59]. All of them bear a chemical group of acetic acid 
on the core. However, poor tissue penetration has been observed as the major shortcoming 
for some individual inhibitors of the carboxylic acid ARI class [60, 61]. 
 
 
 
The second chemical class of ARIs includes spirohydantoin derivatives and their analogs. In 
this class, sorbinil was the first ARI capable of preventing the entire cataractogenic process 
in diabetic rats [62, 63]. The exquisite spiro system is well formed based on the combination 
of structures chroman and hydantoin. The hydantoin and the spiro in sorbinil may be key 
structures responsible for the strong inhibition against AR. In the binding interaction in the 
active site of AR, the hydantoin ring occupies the anion pocket as does the anion head group 
of carboxylate ARIs. Carbonyl oxygens and amino nitrogens in the  hydantoin could make a  
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tight hydrogen-bonding network with residues Tyr48, His110 and Trp111 of AR [30]. The 
conformationally constrained spiro system made the ring planes of the hydantoin and 
chroman perpendicular to each other which may be the conformational shape of the 
inhibitor favored for the binding to AR. Sorbinil has proved an excellent ARI both in vitro 
and in vivo. However, in the research of clinical trials it was found that as many as 10% of 
patients receiving sorbinil may be at increased risk for developing hypersensitivity reactions 
characterized by fever, skin rash, and myalgia due to a potentially toxic intermediate 
oxidatively metabolized from sorbinil [64, 65]. The adverse reaction may also be attributed 
to the poor selectivity of sorbinil for AR versus aldehyde reductase [42]. 
While development of this important drug was hampered by potentially severe reactions, 
sorbinil has been a distinguish leading inhibitor or a reference widely used in the 
development of new ARIs and in the research of AR and the polyol pathway. 
Based on the structure of sorbinil, several other spirohydantoins and related cyclic amides 
were developed. Addition of a methyl or a carbamoyl substituent at the 2-position of 
sorbinil resulted in the formation of M79175 and fidarestat, respectively. Replacement of the 
chroman ring system with a planar fluorene ring produced imirestat. Then, the 
spirohydantoin-like spiroimide minalrestat was formed by the replacements of both the 
chroman and hydantoin with isoquinoline-1,3(2H,4H)-dione ring and succinimide ring, 
respectively, and the addition of benzyl side chain at the 2-position. Further replacement of 
the isoquinoline-1,3(2H,4H)-dione ring of minalrestat with pyrrolo[1,2-a]pyrazine-
1,3(2H,4H)-dione led to ranirestat (AS-3201) [66]. Imirestat was withdrawn from clinical 
trials due to toxicity. However, fidarestat and ranirestat have been identified as powerful 
ARIs with beneficial efficacy in diabetic complications [67-69]. There are no adverse effects 
reported to the two agents.  
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In another design, the orthogonal spirohydantoin moiety of the above ARIs was changed 
into a more flexible structure, which is bridged by sulfonyl group leading to Tri-CI-PSH and 
Di-CI-PSH with IC50 values of 0.28 μM and 0.36 μM, respectively [70, 71]. They were found 
to inhibit sorbitol accumulation in the sciatic nerve completely and in the lens by up to 92%. 
Modification of aryl moieties of the arylsulfonylhydantoins has generated a group of 
benzofuransulfonylhydantoins. Of these, two compounds M16209 and M16287 indicated 
potent AR inhibition [72]. Recently, more modifications of the arylsulfonylhydantoins 
resulted in a new series of ARIs that are designed based on SO2 linker-bearing 
sulfonylpyridazinone. Among them, the most potent and selective compound was profiled 
to be 6-(5-chloro-3-methylbenzofuran-2-sulfonyl)-2H-pyridazin-3-one (ARI-809) with IC50 
value of 1 nM in vitro and ED50 of 0.8 mg/kg in vivo. ARI-809 is a highly selective (1:930) 
inhibitor of AR relative to aldehyde reductase, and such selectivity distinguishes it from 
sorbinil, which inhibits AR and aldehyde reductase to a comparable extent [73, 74]. In 
addition, introduction of phenol moiety into the sulfonyl-bridged system has provided 
benzenesulfonamide ARIs, which could not only inhibit AR but also exhibit potent 
antioxidant activity [75]. Moreover, phenylpyridopyrimidinone (PPP) was developed as a 
flavinoid bioisoster, and exhibited AR inhibition activity level in the submicromolar range 
and significant antioxidant properties [76].  
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4. Therapeutic properties of ARIs in the diabetic complications 
The diabetic complications include typically neuropathy, nephropathy, and retinopathy and 
cataract although a substantial increase of atherosclerotic disease of large vessels, including 
cardiac and cerebral diseases, has been seen in the complications. ARIs appear to be a 
specific option for the improvement of the diabetic abnormalities according to the study 
results from experiments in vitro, in animal models, and clinical trials. 
4.1. Retinopathy and cataract 
Diabetic eye damages including retinopathy and cataract are characteristic of diabetes. ARIs 
sorbinil, ARI-809, ranirestat, fidarestat, zenarestat, M79175, and KinostatTM have shown an 
activity for the treatment of the diabetic retinopathy and cataract. KinostatTM is a new ARI 
developed by Kador [77]. 
It was found early that potent ARI sorbinil was effective in preventing cataractous changes 
in diabetic rats. Diabetic rats treated with sorbinil showed no lens changes during the 5-
month period of the experiment. In contrast, untreated diabetic rats developed early lens 
changes by 3 weeks and dense nuclear opacities by 6 to 9 weeks [62]. It was evident by later 
independent studies in which sorbinil prevented the galactose-induced retinal 
microangiopathies and was also effective in preventing cataractous changes in diabetic rats 
[63]. In recent studies, treatment of diabetic Sprague Dawley rats with oral ARI imirestat 
prevented cataract by inhibiting sorbitol formation in the lens [78]. In insulinized 
streptozotocin-induced diabetic rats, ARI-809 improved survival, inhibited cataract 
development, normalized retinal sorbitol and fructose, and protected the retina from 
abnormalities that also occur in human diabetes: neuronal apoptosis, glial reactivity, and 
complement deposition [74]. Streptozotocin-diabetic rats could developed early lens 
opacities 8 weeks after streptozotocin injection and could have cataract. These alterations 
were prevented by the ranirestat treatment [69]. 
From several investigations performed recently with rat models, it appears that ARI 
fidarestat is active in the treatment of diabetic retinopathy. In streptozotocin-diabetic rats, 
fidarestat treatment reduced diabetes-associated cataract formation, and retinal oxidative-
nitrosative stress, glial activation, and apoptosis [79]. Similar results were obtained in the rat 
model with retinal ischemia-reperfusion injury. The retinal injury-associated dramatic 
increase in cell death, elevated AR expression, and sorbitol pathway intermediate 
accumulation were prevented or alleviated by fidarestat treatment [80]. Also in the 
streptozotocin-diabetic rats, fidarestat treatment significantly decreased concentrations of 
sorbitol and fructose in the rat retinas. The expression of ICAM-1 mRNA and eukocyte 
accumulation in the retinas were significantly reduced. Immunohistochemical study also 
revealed the suppressive effect of fidarestat on the expression of ICAM-1 [81]. 
In addition, the study using Zucker diabetic fatty rats, an animal model of type 2 diabetes, 
showed that the administration of a combination of four plant extracts inhibited the 
development of diabetic cataract through the inhibition of AR activity and protein 
expression in diabetic lenses [82]. 
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In galactose-fed dogs, cataract formation was delayed or prevented either by oral 
administration of the ARI M79175 [83, 84], or topical administration of the formulation 
KinostatTM [77]. This has been further confirmed by the more recent experiment in a similar 
dog model. In a randomized, prospective, double-masked placebo control pilot study 
conducted with 40 dogs diagnosed with diabetes mellitus by topical administration of the 
ARI Kinostat™ for 12 months, the cataract score was significantly less with seven 
developing anterior equatorial vacuoles, two developing incipient anterior cortical cataracts, 
and four developing mature cataracts. It was noted that the cataract scores of the Kinostat™ 
group at 12 months did not in fact significantly increase from the score at the time of 
enrollment [85]. 
According to the results from phase III trial research in Japan, zenarestat developed as an 
eyedrop formulation was specifically effective for the treatment of diabetic retinopathy [54]. 
The beneficial effects of these different types of ARIs on the diabetic cataract and 
retinopathy support the notion that AR is the key relay that converts hyperglycemia into 
glucose toxicity in neural and glial cell types in the retina [74]. This provides a rationale for 
the development of ARIs, and in particular for the prevention and treatment of diabetic 
ocular complications [79]. 
4.2. Neuropathy 
Nerve injuries of the respective organs are thought to be the root cause of diabetes 
complications. Pharmaceutical options in the treatment of diabetic neuropathy include 
antidepressants, anticonvulsants, tramadol, serotonin–norepinephrine reuptake inhibitors, 
and capsaicin [86]. These agents are modestly effective for symptomatic relief, but they do 
not affect the underlying pathology nor do they slow progression of the disease. In addition, 
they carry a risk of side effects. Therefore, the application of ARIs are expected to address 
this issue. Epalrestat, fidarestat, ranirestat (AS-3201), zenalrestat, sorbinil, and tolrestat will 
be described in this section. 
4.2.1. Epalrestat 
Epalrestat is undoubtedly the first agent for the treatment of diabetic neuropathy because of 
its effectiveness and safety. It is approved in Japan, China and India for the improvement of 
subjective neuropathy symptoms, abnormality of vibration sense and abnormal changes in 
heart beat associated with diabetic peripheral neuropathy. Long-term treatment with 
epalrestat in a clinic trial was well tolerated and could effectively delay the progression of 
diabetic neuropathy and ameliorate the associated symptoms of the disease, particularly in 
subjects with good glycemic control and limited microangiopathy [87]. Epalrestat is easily 
absorbed into neural tissue and potently inhibits AR with minimum adverse effects. Unlike 
the current pharmaceutical options for diabetic neuropathy, epalrestat may affect or delay 
progression of the underlying disease process. Data from experimental studies indicate that 
epalrestat reduces sorbitol accumulation in the sciatic nerve, erythrocytes, and ocular tissues 
in animals, and in erythrocytes in humans. On the bases of several clinical trials, treatment 
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with epalrestat in a dose of 50 mg 3 times/day may improve motor and sensory nerve 
conduction velocity and subjective neuropathy symptoms. The most frequently reported 
adverse effects for epalrestat include elevations in liver enzyme levels and gastrointestinal-
related events such as nausea and vomiting [88].  
The diabetic patients treated with epalrestat for 2 years showed a significant suppression of 
deterioration of motor nerve conduction velocity and minimum F-wave latency in the tibial 
nerve, and sensory nerve conduction velocity in the sural nerve. In fact, there was a 
significant difference in change in the level of serum N(ɛ)-carboxymethyl lysine after 1 year 
treatment. Therefore, it is suggested that epalrestat suppressed the deterioration of diabetic 
peripheral neuropathy, especially in the lower extremity, and the effects might be mediated 
by improvement of the polyol pathway and suppression of production of AGEs [89]. In a 
clinical trial in India, more than 2000 patients with diabetic neuropathy were treated with 
epalrestat for 3-12 months, the results showed that the improvement rate of the subjective 
symptoms was 75% and that of the nerve function tests 36%. Adverse drug reactions were 
encountered in 52 (2.5%) of the 2190 patients, none of which was severe [90]. Although data 
are limited, it is strongly suggested that epalrestat is a highly effective and safe agent for the 
treatment of diabetic neuropathy. 
Clinical efficacy of epalrestat for diabetic peripheral neuropathy has been well documented 
by Hotta and coworkers [87, 91]. When patients with diabetic peripheral neuropathy were 
treated with epalrestat for period of 3 years, significantly better efficacy was found in 
patients with good glycaemic control and less severe diabetic complications. Nerve function 
deteriorated less or improved in patients whose symptoms improved. The odds ratio of the 
efficacy of epalrestat versus control subjects was approximately 2:1 [91].  
In diabetic nerves, activation of the polyol pathway via AR and the resulting impairment of 
the Na(+)-K(+) pump would lead to a decreased transaxonal Na+ gradient, and thereby 
reduced nodal Na+ currents. In a 6-month, open clinical trial with epalrestat in 30 patients 
with mild-to-moderate diabetic neuropathy, results from excitability testing and extensive 
nerve conduction studies including F-wave analyses displayed that within a month of the 
start of treatment, there was a significant improvement in nerve conduction, particularly in 
conduction times across the carpal tunnel and F-wave latencies. It suggested an increased 
nodal persistent Na+ currents. At 6 months, nerve conduction continued to improve. 
Therefore, AR pathway inhibition could rapidly increase nodal Na+ currents and thereby 
improve the slowing of nerve conduction, presumably because of a restoration of the 
membranous Na+ gradient [92]. 
Earlier investigation on streptozotocin-induced diabetic neuropathy in rats showed that the 
treatment with epalrestat resulted in a significant improvement of nerve growth factor 
content and faster H-wave-related sensory nerve conduction velocity. At the same time, 
epalrestat treatment showed the stimulating effect on nerve growth factor 
synthesis/secretion in rat Schwann cell culture in vitro. Consequently, these results suggest 
that decreased levels of nerve growth factor in diabetic sciatic nerves may be involved in the 
pathogenesis of diabetic neuropathy in these rats and indicated that epalrestat can be useful 
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for the treatment of diabetic neuropathy through nerve growth factor-induction and 
inhibition of the polyol pathway [93]. 
Therefore, epalrestat may serve as a new therapeutic option to prevent or slow the 
progression of diabetic neuropathy. However, long-term, comparative studies in diverse 
patient populations are needed for clinical application. 
4.2.2. Fidarestat 
In a 52-week multicenter placebo-controlled double-blind parallel group study in 279 
patients with diabetes and associated peripheral neuropathy, the group of fidarestat-treated 
at a daily dose of 1 mg was significantly improved compared with the placebo group in two 
electro physiological measures (i.e., median nerve F-wave conduction velocity and minimal 
latency). Subjective symptoms (including numbness, spontaneous pain, sensation of 
rigidity, paresthesia in the sole upon walking, heaviness in the foot, and hypesthesia) 
benefited from fidarestat treatment, and all were significantly improved in the treated 
versus placebo group. At the dose used, fidarestat was well tolerated, with an adverse event 
profile that did not significantly differ from that seen in the placebo group [94]. 
In experimental rats with diabetic neuropathy, oral administration of fidarestat at a dose of 1 
or 4 mg/kg for 10 weeks significantly improved nerve blood flow, compound muscle action 
potential, and amplitude of C-potential. Fidarestat suppressed the increase in sorbitol and 
fructose, normalised reduced glutathione in sciatic nerve, and reduced the number of 8-
hydroxy-2'-deoxyguanosine-positive cells in dorsal root ganglion neurons. This indicates 
that the fidarestat-improved neuropathy may be via an improvement in oxidative stress and 
supports a role for fidarestat in the treatment of diabetic neuropathy [95]. 
4.2.3. Ranirestat (AS-3201) 
Ranirestat is an orally available ARI under development for the potential treatment of 
diabetic complications, such as neuropathy, cataracts, retinopathy and nephropathy [96]. It 
appears to be in late phase of clinical trials. 
In the sciatic nerve and lens of streptozotocin-diabetic rats, ranirestat treatment reduced 
sorbitol accumulation in the sciatic nerve and improved the decrease in motor nerve 
conduction velocity. Morphological and morphometric examination of changes in sural 
nerve revealed that the treatment with ranirestat prevented both the deformity of 
myelinated fibers and the decrease in their axonal and myelin areas (atrophy). Ranirestat 
also averted the changes in the size frequency histogram of myelinated fibers. The studies 
showed that ranirestat is an agent for the management of diabetic sensorimotor 
polyneuropathy [69, 97]. 
Ranirestat has been well studied by Bril and coworkers [98, 99]. In a double-blind, placebo-
controlled nerve biopsy trial study, 12-week-treatment with ranirestat at a dose of 5 or 20 
mg/day improved nerve function in patients with diabetic sensorimotor polyneuropathy, 
and the improvement could be maintained. When patients completing this biopsy study 
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were offered a 48-week extension at the same ranirestat dose or at 5 mg/day ranirestat if 
they were originally treated with placebo, it was found that nerve conduction velocity of 
peroneal motor improved in the 20 mg/day group following 60 weeks of treatment while 
those of sural and median sensory improved after both 12 and 60 weeks of treatment with 
20 mg/day. Vibration perception threshold improved after 60 weeks of treatment with 20 
mg/day. The improved sensory nerve function observed after 12 weeks of therapy was 
maintained at 60 weeks, and improved motor nerve function was observed at 60 weeks. 
Ranirestat was found to be well tolerated with no difference in adverse events between the 
5- and 20-mg/day groups [98]. In a further multicenter, double-blind study, patients with 
diabetic sensorimotor polyneuropathy were treated with 10, 20, or 40 mg/day ranirestat for 
52 weeks. At week 52, the summed sensory (bilateral sural plus proximal median sensory) 
nerve conduction velocity did not show significant changes from baseline. However, 
significant improvement in the summed motor (peroneal, tibial, and median) nerve 
conduction velocity was observed with 20 and 40 mg/day ranirestat treatment at week 12 
and at weeks 24 and 36. The peroneal motor nerve conduction velocity was improved at 
weeks 36 and 52 for the 20 mg/day ranirestat group. Therefore, the treatment with ranirestat 
might have an effect on motor nerve function in mild to moderate diabetic sensorimotor 
polyneuropathy. However, it failed to show a statistically significant difference in sensory 
nerve function relative to placebo. Ranirestat was well tolerated with no pertinent 
differences in drug-related adverse events or in effects on clinical laboratory parameters, 
vital signs, or electrocardiograms among the four groups [99]. 
4.2.4. Zenarestat 
Zenarestat has proved to affect peripheral neuropathy in Zucker diabetic fatty rats, an 
animal model of type 2 diabetes. In the control group of Zucker diabetic fatty rats, a 
remarkable accumulation of sorbitol, a delay in F-wave minimal latency, and a slowing of 
motor nerve conduction velocity were observed compared with lean rat counterparts. 
Zenarestat, orally administrated at a dose of 3.2 mg/kg/day for 8 weeks, had no significant 
effect on the delay in F-wave minimal latency and the slowing of motor nerve conduction 
velocity, although the sorbitol accumulation in the sciatic nerve was partially inhibited. On 
the other hand, 32 mg/kg zenarestat treatment improved these nerve dysfunctions, along 
with a reduction of nerve sorbitol accumulation almost to the normal level [100]. Obviously, 
zenarestat could improve diabetic peripheral neuropathy in Zucker diabetic fatty rats. Also, 
the effects of zenarestat on nerves were confirmed in streptozotocin-induced diabetic rat 
model. When the diabetic model rats were maintained on a diet of containing 0.09% 
zenarestat for 8 weeks, endoneurial blood flow was significantly reduced by the application 
of nitric oxide synthase inhibitor, NG-nitro-L-arginine, whereas that in diabetic control rats 
was not affected by the inhibitor. Considerable levels of zenarestat were confirmed in the 
sciatic nerve in the drug treated rats. These thereby suggested that ARI zenarestat might 
restore or prevent the alteration of endoneurial blood flow resulting from an impairment of 
nitric oxide function [101]. The dorsal root ganglia has been identified as the target tissue in 
diabetic somatosensory neuropathy. Recent study in streptozotocin-induced diabetic rats 
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showed that the cell area of the dorsal root ganglia was smaller than that in normal rats, and 
a decrease in fiber size and a greater fiber density were apparent in the sural nerve. 
However, these morphological changes were reversed in diabetic rats treated with 
zenarestat. These functions of zenarestat in animal model also indicate that, in peripheral 
sensory diabetic neuropathy, hyperactivation of the polyol pathway may induce 
abnormalities not only in peripheral nerve fiber, but also in the dorsal root ganglia, which is 
an aggregate of primary sensory afferent cell bodies [102]. 
In an earlier study of randomized, placebo-controlled, double-blinded, multiple-dose, 
clinical trial, zenarestat was supplied for 52 weeks to patients with mild to moderate 
diabetic peripheral polyneuropathy. Dose-dependent increments in sural nerve zenarestat 
level and sorbitol suppression were observed along with significant improvement in nerve 
conduction velocity. Further analysis showed that zenalrestat doses producing >80% 
sorbitol suppression were associated with a significant increase in the density of small-
diameter sural nerve myelinated fibers. Therefore, the slowing of nerve conduction velocity 
and the loss of small myelinated nerve fiber in diabetic peripheral polyneuropathy in 
humans could be improved by zenarestat treatment, but >80% suppression of nerve sorbitol 
content may be required [103]. 
In further studies of clinical trials, however, mixed results for effects of zenarestat on 
patiants were obtained. In a multicentered trial of zenarestat over 12 months, sural sensory 
velocity, median sensory amplitude, median distal motor latency, and cool thermal 
quantitative sensory testing declined significantly from baseline in the placebo group of 
patients [104]. After that, a larger size of multicenter trial of zenarestat treatment in 1100 
patients was conducted but significant improvement could not be observed [105]. 
4.2.5. Sorbinil 
Sorbinil has shown an effective approach for preventing peripheral nerve dysfunction and 
morphological abnormalities in nerves of diabetic animal models although it has the exact 
toxicity. Experimental diabetic neuropathy is characterized by sorbitol accumulation and 
myo-inositol depletion and usually also by enhanced turnover of particularly 
phosphatidylinositol-4,5-bisphosphate (PIP2). Nerves in the streptozotocin-diabetic rats 
exhibited 52% to 76% greater PIP2 labeling, markedly elevated sorbitol levels, and 30% less 
myo-inositol when compared with normal rats. In contrast, in nerves of diabetic rats that 
received the sorbinil-supplemented diet for either 4 or 8 weeks, both PIP2 labeling and myo-
inositol levels were restored to normal [106]. Also in the streptozotocin-diabetic rats, the 
treatment with sorbinil at 65 mg/kg/day in the diet for 2 weeks resulted in complete 
inhibition of increased sorbitol pathway activity. The sorbinil-treatment improved diabetes-
induced nerve functional changes; that is, decrease in endoneurial nutritive blood flow, 
motor and sensory nerve conduction velocities, and metabolic abnormalities including 
mitochondrial and cytosolic NAD+/NADH redox imbalances and energy deficiency. The 
treatment also restored nerve concentrations of two major non-enzymatic antioxidants, 
reduced glutathione and ascorbate, and completely arrested diabetes-induced lipid 
peroxidation [107]. 
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Pressure-induced vasodilation, a neurovascular mechanism relying on the interaction 
between mechanosensitive C-fibers and vessels, allows skin blood flow to increase in 
response to locally nonnociceptive applied pressure that in turn may protect against 
pressure ulcers. In 8-week diabetic mice model, pressure-induced vasodilation, endothelial 
response, C-fiber threshold, and motor nerve conduction velocity were all altered in diabetic 
mice. The treatment with sorbinil for 2 weeks had a significant effect on motor nerve 
conduction velocity. Sorbinil restored acetylcholine-dependent vasodilation, C-fiber 
threshold, and pressure-induced vasodilation development. Therefore, sorbinil may 
improve vascular and C-fiber functions via the inhibition of AR and the polyol pathway 
[108]. 
Clinical investigations with sorbinil in patients with diabetic peripheral neuropathy showed 
an improvement both in motor and sensory nerve conduction velocities. Median nerve 
somatosensory evoked potential studies in patients showed significant sorbinil-related 
improvements in peripheral conduction and cortical responses. The incidence of sorbinil 
toxicity in 106 patients was 11.3 percent. Side effects were confined to rash, which was 
sometimes accompanied by fever, and disappeared rapidly after discontinuation of the drug 
[64]. 
4.2.6. Tolrestat 
Tolrestat had proved to be an ARI with ability of treating diabetic complications, 
particularly nerve dysfunction although it was withdrawn because of its toxicity. 
Patients with diabetic autonomic neuropathy have an increased cardiovascular mortality 
rate compared with diabetic patients without diabetic autonomic neuropathy. Heart rate 
variability time and frequency domain indices are strong predictors of malignant 
arrhythmias and sudden cardiac death. Treatment of the patients having diabetic autonomic 
neuropathy and diabetes mellitus by the administration of tolrestat at 200 mg/day for 12 
months was evaluated in a randomised, double-blind, placebo-controlled trial. At the 
twelfth month, tolrestat, compared with placebo, had a beneficial effect on heart rate 
variability indices related to vagal tone. Heart rate variability indices remained less than 
that of patients with diabetes mellitus but without diabetic autonomic neuropathy, and 
healthy controls. The 12 patients of the 22 with moderate diabetic autonomic neuropathy 
benefited more than the 10 patients of the 22 with severe diabetic autonomic neuropathy. 
Moreover, no patient showed deterioration in heart rate variability indices with tolrestat as 
was seen with placebo [109]. Therefore, the effect of tolrestat on reduction in risk for 
malignant ventricular arrhythmias was suggested. 
In an earlier study, the effects of tolrestat on chronic symptomatic diabetic sensorimotor 
neuropathy were evaluated during a placebo-controlled, randomised, 52-week multicenter 
trial. Of the four tolrestat doses investigated, only the highest dose group, 200 mg once 
daily, showed subjective and objective benefit over baseline and placebo. Significant 
improvements in both tibial and peroneal motor nerve conduction velocities were seen at 52 
weeks. Tolrestat 200 mg once daily was significantly better than placebo in producing 
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concordant improvements in both motor nerve conduction velocities and paraesthetic 
symptom scores at 24 weeks. Benefit lasting for 52 weeks was seen in 28% of treated patients 
indicating some sustained improvement in symptomatic diabetic neuropathy [110]. 
4.3. Nephropathy 
Increased flux through the polyol pathway is accompanied by the depletion of myo-inositol, 
a loss of Na/K ATPase activity, and the accumulation of sodium in diabetic nerves. 
Supportive evidence linking these biochemical changes to the loss of nerve function has 
come from studies in which ARIs block polyol pathway activity, prevent the depletion of 
myo-inositol and the accumulation of sodium, and preserve Na/K ATPase activity as well as 
nerve function. However, the pathophysiologic mechanisms underlying diabetic 
neuropathy may be different from those of diabetic nephropathy. In the kidney cortex in 
diabetic rats, polyol levels, medulla, and red blood cells were found to increase 2-9 folds, 
whereas myo-inositol levels decreased by 30% only in the kidney cortex and Na/K ATPase 
activity by 59% only in red blood cells. In contrast, in the rats treated with ARI tolrestat, only 
Na/K ATPase activity in red blood cells was improved although myo-inositol levels, Na/K 
ATPase, and conduction velocity in the sciatic nerve were preserved [111].  
Thickening and reduplication of the tubular basement membrane has been suggested as an 
early event in diabetic nephropathy. During the incubation of confluent monolayers of LLC-
PK1 cells grown on tissue culture, D-glucose treatment induced significant fibronectin 
accumulation in the basolateral compartment. The increase in fibronectin concentration in 
response to glucose was inhibited by sorbinil [112]. Moreover, glucose activation of the 
polyol pathway may lead to renal arteriolar smooth muscle and glomerular mesangial cell 
hypocontractility. In the streptozotocin-induced diabetic rats, functional alterations 
including increase in glomerular filtration rate, raised glomerular permeability to albumin, 
and glomerular hypertrophy were prevented by administration of tolrestat. Endothelin-1-
induced contraction of isolated glomeruli was normal in tolrestat-treated diabetic animals 
compared with the hypocontractile diabetic glomeruli. Fractional mesangial expansion was 
unchanged in tolrestat-treated diabetic rats compared with untreated animals [113]. 
Both increased AR activity and oxidative/nitrosative stress have been implicated in the 
pathogenesis of diabetic nephropathy. In vitro studies revealed that accumulation of 
nitrosylated and poly(ADP-ribosyl)ated proteins in cultured human mesangial cells was 
induced by D-glucose but stopped by L-glucose or D-glucose plus fidarestat. In animal 
experiments, concentrations of sorbitol and fructose were significantly increased in the renal 
cortex of streptozotocin-diabetic rats and then prevented by fidarestat-treatment. Fidarestat 
at least partially prevented diabetes-induced increase in kidney weight as well as 
nitrotyrosine (a marker of peroxynitrite-induced injury and nitrosative stress), and 
poly(ADP-ribose) (a marker of polymerase activation) accumulation in glomerular and 
tubular compartments of the renal cortex. These results indicate that fidarestat treatment 
counteracts nitrosative stress and polymerase activation in the diabetic renal cortex and 
high-glucose-exposed human mesangial cells [24]. 
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Long-term clinical trial study has shown beneficial effect of epalrestat on the development 
of incipient diabetic nephropathy in type 2 diabetic patients. At the end of the study 
conducted for 5 years, urinary albumin excretion increased significantly in the control group 
whereas it remained unchanged in the epalrestat-treated group. However, the reduction rate 
of reciprocal creatinine in the epalrestat-treated group was significantly smaller than that in 
the control group [114]. 
4.4. Others 
As described in the preceding section of this chapter, the increased flux of the polyol 
pathway by hyperglycemia is implicated in the pathogenesis of diabetic complications, and 
one of the linkages has been proposed to be an increase in oxidative stress mediated by ROS. 
Early, it was found that some of enzymes responsible for oxidative defense were altered by 
treatment of ARI imirestat, particularly in rabbit livers, although direct changes in lipid 
peroxidation within normal rat and rabbit livers were not detected [115]. Clinical trial study 
in patients with type 2 diabetes mellitus revealed that administration of epalrestat at 150 
mg/day for 3 months prevented adverse alterations in the levels of oxidative stress markers 
and antioxidants including plasma thiobarbituric acid-reactive substances, 
malondialdehyde-modified low-density lipoprotein, and vitamin E or β-carotene. In 
addition, epalrestat significantly reduced lipid hydroperoxides in erythrocytes [116]. The 
role of ARIs in the reduction of oxidative stress associated with diabetic complications is 
receiving increasing attention. 
Very recently, Srivastava and co-workers found that alcohols, products from the reduction 
of ROS-induced lipid peroxidation-derived lipid aldehydes such as 4-hydroxy-trans-2-
nonenal (HNE) and their glutathione-conjugates, are generated by AR catalysis and mediate 
inflammatory signals. Therefore, ARI fidarestat significantly prevented tumor necrosis 
factor-alpha (TNF-α)-, growth factors-, lipopolysachharide (LPS)-, and environmental 
allergens-induced inflammatory signals that cause various inflammatory diseases. 
Moreover, inhibition of AR significantly prevented the inflammatory signals induced by 
cytokines, NF-kappa B, growth factors, endotoxins, high glucose, allergens, and auto-
immune reactions in cellular as well as animal models. Also, it significantly ameliorated the 
diseases in animal models of inflammatory diseases such as diabetes, cardiovascular, 
uveitis, asthma, and cancer (colon, breast, prostate and lung) and metastasis. Thereby ROS-
induced inflammatory response could be reduced with ARIs [117, 118]. 
On the other hand, beneficial effects of ARI zopolrestat at 500 or 1,000 mg/day for 1 year on 
asymptomatic cardiac abnormalities were identified in patients with diabetic neuropathy in 
a double-blind placebo-controlled clinical trial study. In the zopolrestat treatment group, 
there were significant increases in resting left ventricular ejection fraction, cardiac output, 
left ventricular stroke volume, and exercise left ventricular ejection fraction. The increase in 
exercise left ventricular ejection fraction was independent of blood pressure, insulin use, or 
the presence of baseline abnormal heart rate variability. In contrast, there were decreases in 
exercise cardiac output, stroke volume, and end diastolic volume in the control group [119].  
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Furthermore, the beneficial effects of AR inhibition has been shown on the esophageal 
dysfunction in diabetic patients. When type 2 diabetic patients with peripheral neuropathy 
were administered with the ARI epalrestat at 150 mg/day for 90 days, parameters related to 
the gastroesophageal acid reflux and the esophageal motility were remarkably improved. 
These parameters include % time of pH<4, DeMeester score, duration of the longest reflux 
episode, reflux episodes longer than 5 min, ratios of peristaltic waves with the amplitude 
greater than 25 mmHg, and ratios of effective peristalsis [120]. 
5. Summary and perspective 
The increased activities of AR and the consequent polyol pathway are believed likely to be 
the mechanism of diabetic complications. They have been shown to be involved in the 
diabetic alterations including particularly diabetic neuropathy, nephropathy, retinopathy, 
and cataract. The relevance of AR inhibition to the improvements of diabetic changes 
suggests the design of drugs that specifically target the polyol pathway, particularly AR, the 
rate-limiting enzyme of the pathway. There has been a considerable effort to develop small 
molecules useful for the AR inhibition over the past decades and a number of potent ARIs 
have been identified. These ARIs have proven effective in studies in vitro and some of them 
have been advanced to late phases of clinical trials. In particular, epalrestat has been marked 
in Japan for years and recently approved to markets in China and India. 
While AR and the polyol pathway are promising targets for the treatment of diabetic 
complications and pharmaceutical developments, some ARIs able to redress all aspects of 
the polyol pathway but they in vivo or in clinical trials give a poor or only a partial 
amelioration, and some show unacceptable toxicities. For example, a long-term AR 
inhibition in diabetic dogs prevented sorbitol accumulation in erythrocytes and even 
diabetic neuropathy, but showed no beneficial effect on renal structure or albuminuria. It 
failed to prevent retinopathy or thickening of the capillary basement membrane in the 
retina, kidney and muscle [121, 122]. The similar results were observed in a transgenic rat 
model with human AR cDNA. In this model, AR inhibition was without effect on 
microalbuminuria, which follows glomerular and tubular dysfunction [123]. Fidarestat 
seems clinically not very effective, although it has already undergone late phase clinical trial 
for diabetic neuropathy and found to be safe [117]. As a result, very few ARIs could be 
passed through late stage of clinical trials, and only epalrestat is on the markets.  
Several reasons may be suggested for these inconsistent and adverse effects with ARIs or 
AR inhibition. First, knowledge of structure and particularly conformational shape of AR 
active site has yet to be sufficiently acquired for the discovery of more specific ARIs. Amino 
acid sequences of AR were suggested to have a relatively low sequence identity conserved 
among human, rat, and other animal species although the existence of tissue-specific 
isoforms for human AR has not been verified [124]. This could account for the species-
dependent differences in the sensitivity of AR to some of the inhibitors. Moreover, the 
conformational shape of AR active center may be variable depending on animals and 
tissues, and accurate conformation remains to be identified. Second, the diverse 
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complications may not share the same mechanisms. At least evidence for a uniform 
pathogenetic mechanism is far from established although a single unifiying mechanism for 
diabetic complications was suggested [23] and the polyol pathway has proved to be the 
most attractive. 
Therefore, further studies regarding the structural features of AR and identification of more 
specific ARIs are of importance to the understanding of the mechanism of diabetic 
complications and the treatment of the diseases. 
Author details 
Changjin Zhu 
Department of Applied Chemistry, Beijing Institute of Technology, Beijing, China 
6. References 
[1] Yang W, Lu J, Weng J, Jia W, Ji L, Xiao J, Shan Z, Liu J, Tian H, Ji Q, Zhu D, Ge J, Lin L, 
Chen L, Guo X, Zhao Z, Li Q, Zhou Z, Shan G, He J. Prevalence of Diabetes among Men 
and Women in China. New England Journal of Medicine 2010; 362(12) 1090-1101. 
[2] Brownlee M. Biochemistry and Molecular Cell Biology of Diabetic Complications. 
Nature 2001; 414(6865) 813-820. 
[3] Fowler MJ. Microvascular and Macrovascular Complications of Diabetes. Clinical 
Diabetes 2008; 26(2) 77-82. 
[4] Nathan DM. Long-Term Complications of Diabetes Mellitus. New England Journal of 
Medicine 1993; 328(23) 1676-1685. 
[5] Oates PJ. Aldose Reductase, Still a Compelling Target for Diabetic Neuropathy Current 
Drug Targets 2008; 9(1) 23. 
[6] Hers HG. The Mechanism of the Transformation of Glucose in Fructose in the Seminal 
Vesicles. Biochimica et biophysica acta 1956; 22(1) 202-203. 
[7] Van Heyningen R. Formation of Polyols by the Lens of the Rat with /`Sugar/' Cataract. 
Nature 1959; 184(4681) 194-195. 
[8] Kinoshita JH. Cataracts in Galactosemia. The Jonas S. Friedenwald Memorial Lecture. 
Investigative ophthalmology 1965; 4(5) 786-799. 
[9] KINOSHITA JH. Mechanisms Initiating Cataract Formation Proctor Lecture. 
Investigative Ophthalmology & Visual Science 1974; 13(10) 713-724. 
[10] Sango K, Suzuki T, Yanagisawa H, Takaku S, Hirooka H, Tamura M, Watabe K. High 
Glucose-Induced Activation of the Polyol Pathway and Changes of Gene Expression 
Profiles in Immortalized Adult Mouse Schwann Cells Ims32. Journal of Neurochemistry 
2006; 98(2) 446-458. 
[11] Suzuki T, Mizuno K, Yashima S, Watanabe K, Taniko K, Suzuki T, Yabe-Nishimura C. 
Characterization of Polyol Pathway in Schwann Cells Isolated from Adult Rat Sciatic 
Nerves. Journal of Neuroscience Research 1999; 57(4) 495-503. 
 
Aldose Reductase Inhibitors as Potential Therapeutic Drugs of Diabetic Complications 37 
[12] Yagihashi S, Yamagishi SI, Wada R, Baba M, Hohman TC, Yabe-Nishimura C, Kokai Y. 
Neuropathy in Diabetic Mice Overexpressing Human Aldose Reductase and Effects of 
Aldose Reductase Inhibitor. Brain 2001; 124 2448-2458. 
[13] Yang B, Hodgkinson A, Oates PJ, Millward BA, Demaine AG. High Glucose Induction 
of DNA-Binding Activity of the Transcription Factor Nf Kappa B in Patients with 
Diabetic Nephropathy. Biochimica Et Biophysica Acta-Molecular Basis of Disease 2008; 
1782(5) 295-302. 
[14] Derylo B, Babazono T, Glogowski E, Kapor-Drezgic J, Hohman T, Whiteside C. High 
Glucose-Induced Mesangial Cell Altered Contractility: Role of the Polyol Pathway. 
Diabetologia 1998; 41(5) 507-515. 
[15] Cheung AKH, Fung MKL, Lo ACY, Lam TTL, So KF, Chung SSM, Chung SK. Aldose 
Reductase Deficiency Prevents Diabetes-Induced Blood-Retinal Barrier Breakdown, 
Apoptosis, and Glial Reactivation in the Retina of Db/Db Mice. Diabetes 2005; 54(11) 
3119-3125. 
[16] Ho ECM, Lam KSL, Chen YS, Yip JCW, Arvindakshan M, Yamagishi SI, Yagihashi S, 
Oates PJ, Ellery CA, Chung SSM, Chung SK. Aldose Reductase-Deficient Mice Are 
Protected from Delayed Motor Nerve Conduction Velocity, Increased C-Jun Nh2-
Terminal Kinase Activation, Depletion of Reduced Glutathione, Increased Superoxide 
Accumulation, and DNA Damage. Diabetes 2006; 55(7) 1946-1953. 
[17] Yagihashi S, Mizukami H, Ogasawara S, Yamagishi SI, Nukada H, Kato N, Hibi C, 
Chung SJ, Chung S. The Role of the Polyol Pathway in Acute Kidney Injury Caused by 
Hindlimb Ischaemia in Mice. Journal of Pathology 2010; 220(5) 530-541. 
[18] Obrosova IG, Pacher P, Szabó C, Zsengeller Z, Hirooka H, Stevens MJ, Yorek MA. 
Aldose Reductase Inhibition Counteracts Oxidative-Nitrosative Stress and Poly(Adp-
Ribose) Polymerase Activation in Tissue Sites for Diabetes Complications. Diabetes 
2005; 54(1) 234-242. 
[19] Huang P, Zhang YJ, Jiang T, Zeng WJ, Zhang N. Role of Aldose Reductase in the High 
Glucose Induced Expression of Fibronectin in Human Mesangial Cells. Molecular 
Biology Reports 2010; 37(6) 3017-3021. 
[20] Nakamura J, Koh N, Sakakibara F, Hamada Y, Hara T, Sasaki H, Chaya S, Komori T, 
Nakashima E, Naruse K, Kato K, Takeuchi N, Kasuya Y, Hotta N. Polyol Pathway 
Hyperactivity Is Closely Related to Carnitine Deficiency in the Pathogenesis of Diabetic 
Neuropathy of Streptozotocin-Diabetic Rats. Journal of Pharmacology and 
Experimental Therapeutics 1998; 287(3) 897-902. 
[21] Palm F, Hansell P, Ronquist G, Waldenstrom A, Liss P, Carlsson PO. Polyol-Pathway-
Dependent Disturbances in Renal Medullary Metabolism in Experimental Insulin-
Deficient Diabetes Mellitus in Rats. Diabetologia 2004; 47(7) 1223-1231. 
[22] Yabe-Nishimura C. Aldose Reductase in Glucose Toxicity: A Potential Target for the 
Prevention of Diabetic Complications. Pharmacological Reviews 1998; 50(1) 21-34. 
[23] Nishikawa T, Edelstein D, Brownlee M. The Missing Link: A Single Unifying 
Mechanism for Diabetic Complications. Kidney Int 2000; 58(S77) S26-S30. 
 Diabetes Mellitus – Insights and Perspectives 38 
[24] Drel VR, Pacher P, Stevens MJ, Obrosova IG. Aldose Reductase Inhibition Counteracts 
Nitrosative Stress and Poly(Adp-Ribose) Polymerase Activation in Diabetic Rat Kidney 
and High-Glucose-Exposed Human Mesangial Cells. Free Radical Biology and 
Medicine 2006; 40(8) 1454-1465. 
[25] Mulhern ML, Madson CJ, Kador PF, Randazzo J, Shinohara T. Cellular Osmolytes 
Reduce Lens Epithelial Cell Death and Alleviate Cataract Formation in Galactosemic 
Rats. Molecular Vision 2007; 13 1397-1405. 
[26] Schade SZ, Early SL, Williams TR, Kézdy FJ, Heinrikson RL, Grimshaw CE, Doughty 
CC. Sequence Analysis of Bovine Lens Aldose Reductase. Journal of Biological 
Chemistry 1990; 265(7) 3628-3635. 
[27] Rondeau JM, Tete-Favier F, Podjarny A, Reymann JM, Barth P, Biellmann JF, Moras D. 
Novel Nadph-Binding Domain Revealed by the Crystal Structure of Aldose Reductase. 
Nature 1992; 355(6359) 469-472. 
[28] Wilson D, Bohren K, Gabbay K, Quiocho F. An Unlikely Sugar Substrate Site in the 1.65 
a Structure of the Human Aldose Reductase Holoenzyme Implicated in Diabetic 
Complications. Science 1992; 257(5066) 81-84. 
[29] Sotriffer CA, Krämer O, Klebe G. Probing Flexibility and “Induced-Fit” Phenomena in 
Aldose Reductase by Comparative Crystal Structure Analysis and Molecular Dynamics 
Simulations. Proteins: Structure, Function, and Bioinformatics 2004; 56(1) 52-66. 
[30] Urzhumtsev A, Tête-Favier F, Mitschler A, Barbanton J, Barth P, Urzhumtseva L, 
Biellmann JF, Podjarny AD, Moras D. A ‘Specificity’ Pocket Inferred from the Crystal 
Structures of the Complexes of Aldose Reductase with the Pharmaceutically Important 
Inhibitors Tolrestat and Sorbinil. Structure 1997; 5(5) 601-612. 
[31] Steuber H, Zentgraf M, Gerlach C, Sotriffer CA, Heine A, Klebe G. Expect the 
Unexpected or Caveat for Drug Designers: Multiple Structure Determinations Using 
Aldose Reductase Crystals Treated under Varying Soaking and Co-Crystallisation 
Conditions. Journal of Molecular Biology 2006; 363(1) 174-187. 
[32] Howard EI, Sanishvili R, Cachau RE, Mitschler A, Chevrier B, Barth P, Lamour V, Van 
Zandt M, Sibley E, Bon C, Moras D, Schneider TR, Joachimiak A, Podjarny A. Ultrahigh 
Resolution Drug Design I: Details of Interactions in Human Aldose Reductase–Inhibitor 
Complex at 0.66  Proteins: Structure, Function, and Bioinformatics 2004; 55(4) 792-804. 
[33] El-Kabbani O, Ramsland P, Darmanin C, Chung RPT, Podjarny A. Structure of Human 
Aldose Reductase Holoenzyme in Complex with Statil: An Approach to Structure-
Based Inhibitor Design of the Enzyme. Proteins: Structure, Function, and Bioinformatics 
2003; 50(2) 230-238. 
[34] El-Kabbani O, Darmanin C, Schneider TR, Hazemann I, Ruiz F, Oka M, Joachimiak A, 
Schulze-Briese C, Tomizaki T, Mitschler A, Podjarny A. Ultrahigh Resolution Drug 
Design. Ii. Atomic Resolution Structures of Human Aldose Reductase Holoenzyme 
Complexed with Fidarestat and Minalrestat: Implications for the Binding of Cyclic 
Imide Inhibitors. Proteins: Structure, Function, and Bioinformatics 2004; 55(4) 805-813. 
[35] El-Kabbani O, Darmanin C, Oka M, Schulze-Briese C, Tomizaki T, Hazemann I, 
Mitschler A, Podjarny A. High-Resolution Structures of Human Aldose Reductase 
 
Aldose Reductase Inhibitors as Potential Therapeutic Drugs of Diabetic Complications 39 
Holoenzyme in Complex with Stereoisomers of the Potent Inhibitor Fidarestat:  
Stereospecific Interaction between the Enzyme and a Cyclic Imide Type Inhibitor. 
Journal of Medicinal Chemistry 2004; 47(18) 4530-4537. 
[36] Van Zandt MC, Jones ML, Gunn DE, Geraci LS, Jones JH, Sawicki DR, Sredy J, Jacot JL, 
DiCioccio AT, Petrova T, Mitschler A, Podjarny AD. Discovery of 3-[(4,5,7-
Trifluorobenzothiazol-2-Yl)Methyl]Indole-N-Acetic Acid (Lidorestat) and Congeners as 
Highly Potent and Selective Inhibitors of Aldose Reductase for Treatment of Chronic 
Diabetic Complications. Journal of Medicinal Chemistry 2005; 48(9) 3141-3152. 
[37] Cosconati S, Marinelli L, La Motta C, Sartini S, Da Settimo F, Olson AJ, Novellino E. 
Pursuing Aldose Reductase Inhibitors through in Situ Cross-Docking and Similarity-
Based Virtual Screening. Journal of Medicinal Chemistry 2009; 52(18) 5578-5581. 
[38] Bohren KM, Grimshaw CE, Lai CJ, Harrison DH, Ringe D, Petsko GA, Gabbay KH. 
Tyrosine-48 Is the Proton Donor and Histidine-110 Directs Substrate Stereochemical 
Selectivity in the Reduction Reaction of Human Aldose Reductase: Enzyme Kinetics 
and Crystal Structure of the Y48h Mutant Enzyme. Biochemistry 1994; 33(8) 2021-2032. 
[39] El-Kabbani O, Wilson DK, Petrash JM, Quiocho FA. Structural Features of the Aldose 
Reductase and Aldehyde Reductase Inhibitor-Binding Sites. Molecular Vision 1998; 
4(19) 19-25. 
[40] Bohren KM, Grimshaw CE, Gabbay KH. Catalytic Effectiveness of Human Aldose 
Reductase. Critical Role of C-Terminal Domain. Journal of Biological Chemistry 1992; 
267(29) 20965-20970. 
[41] Barski OA, Gabbay KH, Bohren KM. The C-Terminal Loop of Aldehyde Reductase 
Determines the Substrate and Inhibitor Specificity†. Biochemistry 1996; 35(45) 14276-
14280. 
[42] Barski OA, Gabbay KH, Grimshaw CE, Bohren KM. Mechanism of Human Aldehyde 
Reductase: Characterization of the Active Site Pocket. Biochemistry 1995; 34(35) 11264-
11275. 
[43] Carper DA, Wistow G, Nishimura C, Graham C, Watanabe K, Fujii Y, Hayashi H, 
Hayaishi O. A Superfamily of Nadph-Dependent Reductases in Eukaryotes and 
Prokaryotes. Experimental Eye Research 1989; 49(3) 377-388. 
[44] Feather MS, Geoffrey Flynn T, Munro KA, Kubiseski TJ, Walton DJ. Catalysis of 
Reduction of Carbohydrate 2-Oxoaldehydes (Osones) by Mammalian Aldose Reductase 
and Aldehyde Reductase. Biochimica et Biophysica Acta (BBA) - General Subjects 1995; 
1244(1) 10-16. 
[45] Ratliff DM, Vander Jagt DJ, Eaton RP, Vander Jagt DL. Increased Levels of 
Methylglyoxal-Metabolizing Enzymes in Mononuclear and Polymorphonuclear Cells 
from Insulin-Dependent Diabetic Patients with Diabetic Complications: Aldose 
Reductase, Glyoxalase I, and Glyoxalase Ii--a Clinical Research Center Study. Journal of 
Clinical Endocrinology & Metabolism 1996; 81(2) 488-492. 
[46] Kador PF, Kinoshita JH, Sharpless NE. Aldose Reductase Inhibitors: A Potential New 
Class of Agents for the Pharmacological Control of Certain Diabetic Complications. 
Journal of Medicinal Chemistry 1985; 28(7) 841-849. 
 Diabetes Mellitus – Insights and Perspectives 40 
[47] Suzen S, Buyukbingol E. Recent Studies of Aldose Reductase Enzyme Inhibition for 
Diabetic Complications Current Medicinal Chemistry 2003; 10(15) 33. 
[48] Hayman S, Kinoshita JH. Isolation and Properties of Lens Aldose Reductase. Journal of 
Biological Chemistry 1965; 240(2) 877-882. 
[49] Kikkawa R, Hatanaka I, Yasuda H, Kobayashi N, Shigeta Y, Terashima H, Morimura T, 
Tsuboshima M. Effect of a New Aldose Reductase Inhibitor, (E)-3-Carboxymethyl-5-
[(2e)-Methyl-3-Phenylpropenylidene]Rhodanine (Ono-2235) on Peripheral Nerve 
Disorders in Streptozotocin-Diabetic Rats. Diabetologia 1983; 24(4) 290-292. 
[50] Sestanj K, Bellini F, Fung S, Abraham N, Treasurywala A, Humber L, Simard-Dequesne 
N, Dvornik D. N-[[5-(Trifluoromethyl)-6-Methoxy-1-Naphthalenyl]Thioxomethyl]-N-
Methylglycine (Tolrestat), a Potent, Orally Active Aldose Reductase Inhibitor. Journal of 
Medicinal Chemistry 1984; 27(3) 255-256. 
[51] Ao S, Shingu Y, Kikuchi C, Takano Y, Nomura K, Fujiwara T, Ohkubo Y, Notsu Y, 
Yamaguchi I. Characterization of a Novel Aldose Reductase Inhibitor, Fr74366, and Its 
Effects on Diabetic Cataract and Neuropathy in the Rat. Metabolism 1991; 40(1) 77-87. 
[52] Mylari BL, Larson ER, Beyer TA, Zembrowski WJ, Aldinger CE, Dee MF, Siegel TW, 
Singleton DH. Novel, Potent Aldose Reductase Inhibitors: 3,4-Dihydro-4-Oxo-3-[[5-
(Trifluoromethyl)-2-Benzothiazolyl]Methyl]-1-Phthalazineacetic Acid (Zopolrestat) and 
Congeners. Journal of Medicinal Chemistry 1991; 34(1) 108-122. 
[53] Stribling D, Mirrlees DJ, Harrison HE, Earl DCN. Properties of Ici 128,436, a Novel 
Aldose Reductase Inhibitor, and Its Effects on Diabetic Complications in the Rat. 
Metabolism 1985; 34(4) 336-344. 
[54] Zenarestat: Fk 366, Fr 74366, Fr 901366. Drugs in R&D 2002; 3(4) 235-237. 
[55] Da Settimo F, Primofiore G, La Motta C, Sartini S, Taliani S, Simorini F, Marini AM, 
Lavecchia A, Novellino E, Boldrini E. Naphtho[1,2-D]Isothiazole Acetic Acid 
Derivatives as a Novel Class of Selective Aldose Reductase Inhibitors. Journal of 
Medicinal Chemistry 2005; 48(22) 6897-6907. 
[56] La Motta C, Sartini S, Salerno S, Simorini F, Taliani S, Marini AM, Da Settimo F, 
Marinelli L, Limongelli V, Novellino E. Acetic Acid Aldose Reductase Inhibitors 
Bearing a Five-Membered Heterocyclic Core with Potent Topical Activity in a Visual 
Impairment Rat Model. Journal of Medicinal Chemistry 2008; 51(11) 3182-3193. 
[57] Chen X, Zhu C, Guo F, Qiu X, Yang Y, Zhang S, He M, Parveen S, Jing C, Li Y, Ma B. 
Acetic Acid Derivatives of 3,4-Dihydro-2h-1,2,4-Benzothiadiazine 1,1-Dioxide as a 
Novel Class of Potent Aldose Reductase Inhibitors. Journal of Medicinal Chemistry 
2010; 53(23) 8330-8344. 
[58] Chen X, Yang Y, Ma B, Zhang S, He M, Gui D, Hussain S, Jing C, Zhu C, Yu Q, Liu Y. 
Design and Synthesis of Potent and Selective Aldose Reductase Inhibitors Based on 
Pyridylthiadiazine Scaffold. European Journal of Medicinal Chemistry 2011; 46(5) 1536-
1544. 
[59] Yang Y, Zhang S, Wu B, Ma M, Chen X, Qin X, He M, Hussain S, Jing C, Ma B, Zhu C. 
An Efficient Synthesis of Quinoxalinone Derivatives as Potent Inhibitors of Aldose 
Reductase. ChemMedChem 2012; 7(5) 823-835. 
 
Aldose Reductase Inhibitors as Potential Therapeutic Drugs of Diabetic Complications 41 
[60] Hamada Y, Nakamura J. Clinical Potential of Aldose Reductase Inhibitors in Diabetic 
Neuropathy. Treatments in Endocrinology 2004; 3(4) 245-255. 
[61] Costantino L, Rastelli G, Vianello P, Cignarella G, Barlocco D. Diabetes Complications 
and Their Potential Prevention: Aldose Reductase Inhibition and Other Approaches. 
Medicinal Research Reviews 1999; 19(1) 3-23. 
[62] Fukushi S, Merola LO, Kinoshita JH. Altering the Course of Cataracts in Diabetic Rats. 
Investigative Ophthalmology & Visual Science 1980; 19(3) 313-315. 
[63] Robison WG, Laver NM, Jacot JL, Glover JP. Sorbinil Prevention of Diabetic-Like 
Retinopathy in the Galactose-Fed Rat Model. Investigative Ophthalmology & Visual 
Science 1995; 36(12) 2368-2380. 
[64] Jaspan JB, Herold K, Bartkus C. Effects of Sorbinil Therapy in Diabetic Patients with 
Painful Peripheral Neuropathy and Autonomic Neuropathy. The American Journal of 
Medicine 1985; 79(5, Supplement 1) 24-37. 
[65] Spielberg SP, Shear NH, Cannon M, Hutson NJ, Gunderson K. In-Vitro Assessment of a 
Hypersensitivity Syndrome Associated with Sorbinil. Annals of Internal Medicine 1991; 
114(9) 720-724. 
[66] Negoro T, Murata M, Ueda S, Fujitani B, Ono Y, Kuromiya A, Komiya M, Suzuki K, 
Matsumoto J-i. Novel, Highly Potent Aldose Reductase Inhibitors:  (R)-(−)-2-(4-Bromo-
2-Fluorobenzyl)-1,2,3,4-Tetrahydropyrrolo[1,2-a]Pyrazine- 4-Spiro-3‘-Pyrrolidine-
1,2‘,3,5‘-Tetrone (as-3201) and Its Congeners. Journal of Medicinal Chemistry 1998; 
41(21) 4118-4129. 
[67] Asano T, Saito Y, Kawakami M, Yamada N. Fidarestat (Snk-860), a Potent Aldose 
Reductase Inhibitor, Normalizes the Elevated Sorbitol Accumulation in Erythrocytes of 
Diabetic Patients. Journal of Diabetes and its Complications 2002; 16(2) 133-138. 
[68] Kurono M, Fujii A, Murata M, Fujitani B, Negoro T. Stereospecific Recognition of a 
Spirosuccinimide Type Aldose Reductase Inhibitor (as-3201) by Plasma Proteins: A 
Significant Role of Specific Binding by Serum Albumin in the Improved Potency and 
Stability. Biochemical Pharmacology 2006; 71(3) 338-353. 
[69] Matsumoto T, Yoshiyuki, Kuromiya A, Toyosawa K, Ueda Y, Bril V. Long-Term 
Treatment with Ranirestat (as-3201), a Potent Aldose Reductase Inhibitor, Suppresses 
Diabetic Neuropathy and Cataract Formation in Rats. Journal of Pharmacological 
Sciences 2008; 107(3) 340-348. 
[70] Miwa I, Hirano M, Inagaki K, Belbeoc'h C, Okuda J. Development of Potent Aldose 
Reductase Inhibitors Having a Hydantoin Structure. Biochemical Pharmacology 1987; 
36(17) 2789-2794. 
[71] Miwa I, Hirano M, Kanbara M, Okuda J. In Vivo Activities of Aldose Reductase 
Inhibitors Having a 1-(Arylsulfonyl)Hydantoin Structure. Biochemical Pharmacology 
1990; 40(2) 303-307. 
[72] Kato K, Nayama K, Mizota M, Miwa I, Okuda j. Properties of Novel Aldose Reductase 
Inhibitors, M16209 and M16287, in Comparison with Known Inhibitors, Ono-2235 and 
Sorbinil. CHEMICAL & PHARMACEUTICAL BULLETIN 1991; 39(6) 1540-1545. 
 Diabetes Mellitus – Insights and Perspectives 42 
[73] Mylari BL, Armento SJ, Beebe DA, Conn EL, Coutcher JB, Dina MS, O'Gorman MT, 
Linhares MC, Martin WH, Oates PJ, Tess DA, Withbroe GJ, Zembrowski WJ. A Novel 
Series of Non-Carboxylic Acid, Non-Hydantoin Inhibitors of Aldose Reductase with 
Potent Oral Activity in Diabetic Rat Models:  6-(5-Chloro-3-Methylbenzofuran-2-
Sulfonyl)-2h-Pyridazin-3-One and Congeners. Journal of Medicinal Chemistry 2005; 
48(20) 6326-6339. 
[74] Sun W, Oates PJ, Coutcher JB, Gerhardinger C, Lorenzi M. A Selective Aldose 
Reductase Inhibitor of a New Structural Class Prevents or Reverses Early Retinal 
Abnormalities in Experimental Diabetic Retinopathy. Diabetes 2006; 55(10) 2757-2762. 
[75] Alexiou P, Demopoulos VJ. A Diverse Series of Substituted Benzenesulfonamides as 
Aldose Reductase Inhibitors with Antioxidant Activity: Design, Synthesis, and in Vitro 
Activity. Journal of Medicinal Chemistry 2010; 53(21) 7756-7766. 
[76] La Motta C, Sartini S, Mugnaini L, Simorini F, Taliani S, Salerno S, Marini AM, Da 
Settimo F, Lavecchia A, Novellino E, Cantore M, Failli P, Ciuffi M. Pyrido[1,2-
a]Pyrimidin-4-One Derivatives as a Novel Class of Selective Aldose Reductase 
Inhibitors Exhibiting Antioxidant Activity. Journal of Medicinal Chemistry 2007; 50(20) 
4917-4927. 
[77] Kador PF, Betts D, Wyman M, Blessing K, Randazzo J. Effects of Topical Administration 
of an Aldose Reductase Inhibitor on Cataract Formation in Dogs Fed a Diet High in 
Galactose. American Journal of Veterinary Research 2006; 67(10) 1783-1787. 
[78] Randazzo J, Zhang P, Makita J, Blessing K, Kador PF. Orally Active Multi-Functional 
Antioxidants Delay Cataract Formation in Streptozotocin (Type 1) Diabetic and 
Gamma-Irradiated Rats. Plos One 2011; 6(4). 
[79] Drel VR, Pacher P, Ali TK, Shin J, Julius U, El-Remessy AB, Obrosova IG. Aldose 
Reductase Inhibitor Fidarestat Counteracts Diabetes-Associated Cataract Formation, 
Retinal Oxidative-Nitrosative Stress, Glial Activation, and Apoptosis. International 
Journal of Molecular Medicine 2008; 21(6) 667-676. 
[80] Obrosova IG, Maksimchyk Y, Pacher P, Agardh E, Smith M-L, El-Remessy AB, Agardh 
C-D. Evaluation of the Aldose Reductase Inhibitor Fidarestat on Ischemia-Reperfusion 
Injury in Rat Retina. International Journal of Molecular Medicine 2010; 26(1) 135-142. 
[81] Hattori T, Matsubara A, Taniguchi K, Ogura Y. Aldose Reductase Inhibitor Fidarestat 
Attenuates Leukocyte-Endothelial Interactions in Experimental Diabetic Rat Retina in 
Vivo. Current Eye Research 2010; 35(2) 146-154. 
[82] Kim J, Kim C-S, Sohn E, Lee YM, Kim JS. Kiom-79 Inhibits Aldose Reductase Activity 
and Cataractogenesis in Zucker Diabetic Fatty Rats. Journal of Pharmacy and 
Pharmacology 2011; 63(10) 1301-1308. 
[83] Sato S, Mori K, Wyman M, Kador PF. Dose-Dependent Prevention of Sugar Cataracts in 
Galactose-Fed Dogs by the Aldose Reductase Inhibitor M79175. Experimental Eye 
Research 1998; 66(2) 217-222. 
[84] Sato S, Takahashi Y, Wyman M, Kador PF. Progression of Sugar Cataract in the Dog. 
Investigative Ophthalmology & Visual Science 1991; 32(6) 1925-1931. 
 
Aldose Reductase Inhibitors as Potential Therapeutic Drugs of Diabetic Complications 43 
[85] Kador PF, Webb TR, Bras D, Ketring K, Wyman M. Topical Kinostat (Tm) Ameliorates 
the Clinical Development and Progression of Cataracts in Dogs with Diabetes Mellitus. 
Veterinary Ophthalmology 2010; 13(6) 363-368. 
[86] Schemmel KE, Padiyara RS, D'Souza JJ. Aldose Reductase Inhibitors in the Treatment of 
Diabetic Peripheral Neuropathy: A Review. Journal of Diabetes and its Complications 
2010; 24(5) 354-360. 
[87] Hotta N, Akanuma Y, Kawamori R, Matsuoka K, Oka Y, Shichiri M, Toyota T, 
Nakashima M, Yoshimura I, Sakamoto N, Shigeta Y, Group tAS. Long-Term Clinical 
Effects of Epalrestat, an Aldose Reductase Inhibitor, on Diabetic Peripheral 
Neuropathy. Diabetes Care 2006; 29(7) 1538-1544. 
[88] Ramirez MA, Borja NL. Epalrestat: An Aldose Reductase Inhibitor for the Treatment of 
Diabetic Neuropathy. Pharmacotherapy 2008; 28(5) 646-655. 
[89] Kawai T, Takei I, Tokui M, Funae O, Miyamoto K, Tabata M, Hirata T, Saruta T, 
Shimada A, Itoh H. Effects of Epalrestat, an Aldose Reductase Inhibitor, on Diabetic 
Peripheral Neuropathy in Patients with Type 2 Diabetes, in Relation to Suppression of 
N(Epsilon)-Carboxymethyl Lysine. Journal of Diabetes and Its Complications 2010; 
24(6) 424-432. 
[90] Sharma SR, Sharma N. Epalrestat, an Aldose Reductase Inhibitor, in Diabetic 
Neuropathy: An Indian Perspective. Annals of Indian Academy of Neurology 2008; 
11(4) 231-235. 
[91] Hotta N, Kawamori R, Atsumi Y, Baba M, Kishikawa H, Nakamura J, Oikawa S, 
Yamada N, Yasuda H, Shigeta Y, Grp AS. Stratified Analyses for Selecting Appropriate 
Target Patients with Diabetic Peripheral Neuropathy for Long-Term Treatment with an 
Aldose Reductase Inhibitor, Epalrestat. Diabetic Medicine 2008; 25(7) 818-825. 
[92] Misawa S, Kuwabara S, Kanai K, Tamura N, Nakata M, Sawai S, Yagui K, Hattori T. 
Aldose Reductase Inhibition Alters Nodal Na+ Currents and Nerve Conduction in 
Human Diabetics. Neurology 2006; 66(10) 1545-1549. 
[93] Ohi T, Saita K, Furukawa S, Ohta M, Hayashi K, Matsukura S. Therapeutic Effects of 
Aldose Reductase Inhibitor on Experimental Diabetic Neuropathy through 
Synthesis/Secretion of Nerve Growth Factor. Experimental Neurology 1998; 151(2) 215-
220. 
[94] Hotta N, Toyota T, Matsuoka K, Shigeta Y, Kikkawa R, Kaneko T, Takahashi A, 
Sugimura K, Koike Y, Ishii J, Sakamoto N, Gr SNKDNS. Clinical Efficacy of Fidarestat, a 
Novel Aldose Reductase Inhibitor, for Diabetic Peripheral Neuropathy - a 52-Week 
Multicenter Placebo-Controlled Double-Blind Parallel Group Study. Diabetes Care 2001; 
24(10) 1776-1782. 
[95] Kuzumoto Y, Kusunoki S, Kato N, Kihara M, Low PA. Effect of the Aldose Reductase 
Inhibitor Fidarestat on Experimental Diabetic Neuropathy in the Rat. Diabetologia 2006; 
49(12) 3085-3093. 
[96] Giannoukakis N. Drug Evaluation: Ranirestat - an Aldose Reductase Inhibitor for the 
Potential Treatment of Diabetic Complications. Current Opinion in Investigational 
Drugs 2006; 7(10) 916-923. 
 Diabetes Mellitus – Insights and Perspectives 44 
[97] Matsumoto T, Ono Y, Kurono M, Kuromiya A, Nakamura K, Bril V. Ranirestat (as-
3201), a Potent Aldose Reductase Inhibitor, Reduces Sorbitol Levels and Improves 
Motor Nerve Conduction Velocity in Streptozotocin-Diabetic Rats Journal of 
Pharmacological Sciences 2008; 107(3) 231-237. 
[98] Bril V, Buchanan RA, Ranirestat Study G. Long-Term Effects of Ranirestat (as-3201) on 
Peripheral Nerve Function in Patients with Diabetic Sensorimotor Polyneuropathy. 
Diabetes Care 2006; 29(1) 68-72. 
[99] Bril V, Hirose T, Tomioka S, Buchanan R, Group ftRS. Ranirestat for the Management of 
Diabetic Sensorimotor Polyneuropathy. Diabetes Care 2009; 32(7) 1256-1260. 
[100] Shimoshige Y, Ikuma K, Yamamoto T, Takakura S, Kawamura I, Seki J, Mutoh S, Goto 
T. The Effects of Zenarestat, an Aldose Reductase Inhibitor, on Peripheral Neuropathy 
in Zucker Diabetic Fatty Rats. Metabolism-Clinical and Experimental 2000; 49(11) 1395-
1399. 
[101] Kihara M, Mitsui Y, Shioyama M, Hasegawa T, Takahashi M, Takakura S, Minoura K, 
Kawamura I. Effect of Zenarestat, an Aldose Reductase Inhibitor, on Endoneurial Blood 
Flow in Experimental Diabetic Neuropathy of Rat. Neuroscience Letters 2001; 310(2-3) 
81-84. 
[102] Shimoshige Y, Minoura K, Matsuoka N, Takakura S, Mutoh S, Kamijo M. Thirteen-
Month Inhibition of Aldose Reductase by Zenarestat Prevents Morphological 
Abnormalities in the Dorsal Root Ganglia of Streptozotocin-Induced Diabetic Rats. 
Brain Research 2009; 1247 182-187. 
[103] Greene DA, Arezzo JC, Brown MB, Grp ZS. Effect of Aldose Reductase Inhibition on 
Nerve Conduction and Morphometry in Diabetic Neuropathy. Neurology 1999; 53(3) 
580-591. 
[104] Brown MJ, Bird SJ, Watling S, Kaleta H, Hayes L, Eckert S, Foyt HL. Natural 
Progression of Diabetic Peripheral Neuropathy in the Zenarestat Study Population. 
Diabetes Care 2004; 27(5) 1153-1159. 
[105] Bird SJ, Brown MJ, Spino C, Watling S, Foyt HL. Value of Repeated Measures of Nerve 
Conduction and Quantitative Sensory Testing in a Diabetic Neuropathy Trial. Muscle & 
Nerve 2006; 34(2) 214-224. 
[106] BertiMattera L, Day N, Peterson RG, Eichberg J. An Aldose Reductase Inhibitor but 
Not Myo-Inositol Blocks Enhanced Polyphosphoinositide Turnover in Peripheral Nerve 
from Diabetic Rats. Metabolism-Clinical and Experimental 1996; 45(3) 320-327. 
[107] Obrosova IG, Van Huysen C, Fathallah L, Cao XC, Greene DA, Stevens MJ. An Aldose 
Reductase Inhibitor Reverses Early Diabetes-Induced Changes in Peripheral Nerve 
Function, Metabolism, and Antioxidative Defense. FASEB journal : official publication 
of the Federation of American Societies for Experimental Biology 2002; 16(1) 123-125. 
[108] Demiot C, Tartas M, Fromy B, Abraham P, Saumet JL, Sigaudo-Roussel D. Aldose 
Reductase Pathway Inhibition Improved Vascular and C-Fiber Functions, Allowing for 
Pressure-Induced Vasodilation Restoration During Severe Diabetic Neuropathy. 
Diabetes 2006; 55(5) 1478-1483. 
 
Aldose Reductase Inhibitors as Potential Therapeutic Drugs of Diabetic Complications 45 
[109] Didangelos TP, Athyros VG, Karamitsos DT, Papageorgiou AA, Kourtoglou GI, 
Kontopoulos AG. Effect of Aldose Reductase Inhibition on Heart Rate Variability in 
Patients with Severe or Moderate Diabetic Autonomic Neuropathy. Clinical Drug 
Investigation 1998; 15(2) 111-121. 
[110] Boulton A, Levin S, Comstock J. A Multicentre Trial of the Aldose-Reductase Inhibitor, 
Tolrestat, in Patients with Symptomatic Diabetic Neuropathy. Diabetologia 1990; 33(7) 
431-437. 
[111] Raccah D, Coste T, Cameron NE, Dufayet D, Vague P, Hohman TC. Effect of the 
Aldose Reductase Inhibitor Tolrestat on Nerve Conduction Velocity Na/K Atpase 
Activity, and Polyols in Red Blood Cells, Sciatic Nerve, Kidney Cortex, and Kidney 
Medulla of Diabetic Rats. Journal of Diabetes and its Complications 1998; 12(3) 154-162. 
[112] Morrisey K, Steadman R, Williams JD, Phillips AO. Renal Proximal Tubular Cell 
Fibronectin Accumulation in Response to Glucose Is Polyol Pathway Dependent. 
Kidney International 1999; 55(6) 2548-2548. 
[113] Donnelly SM, Zhou XP, Huang JT, Whiteside CI. Prevention of Early Glomerulopathy 
with Tolrestat in the Streptozotocin-Induced Diabetic Rat. Biochemistry and Cell 
Biology-Biochimie Et Biologie Cellulaire 1996; 74(3) 355-362. 
[114] Iso K, Tada H, Kuboki K, Inokuchi T. Long-Term Effect of Epalrestat, an Aldose 
Reductase Inhibitor, on the Development of Incipient Diabetic Nephropathy in Type 2 
Diabetic Patients. Journal of Diabetes and its Complications 2001; 15(5) 241-244. 
[115] Thomas T, Rauscher F, Sanders R, Veltman J, Watkins JB. Effects of Aldose Reductase 
Inhibitors on Antioxidant Defense in Rat and Rabbit Liver. Toxicological Sciences 2000; 
53(1) 145-149. 
[116] Ohmura C, Watada H, Azuma K, Shimizu T, Kanazawa A, Ikeda F, Yoshihara T, 
Fujitana Y, Hirose T, Tanaka Y, Kawamori R. Aldose Reductase Inhibitor, Epalrestat, 
Reduces Lipid Hydroperoxides in Type 2 Diabetes. Endocrine Journal 2009; 56(1) 149-
156. 
[117] Srivastava SK, Yadav UCS, Reddy ABM, Saxena A, Tammali R, Shoeb M, Ansari NH, 
Bhatnagar A, Petrash MJ, Srivastava S, Ramana KV. Aldose Reductase Inhibition 
Suppresses Oxidative Stress-Induced Inflammatory Disorders. Chemico-Biological 
Interactions 2011; 191(1-3) 330-338. 
[118] Yadav UCS, Ramana KV, Srivastava SK. Aldose Reductase Inhibition Suppresses 
Airway Inflammation. Chemico-Biological Interactions 2011; 191(1-3) 339-345. 
[119] Johnson BF, Nesto RW, Pfeifer MA, Slater WR, Vinik AI, Chyun DA, Law G, Wackers 
FJT, Young LH. Cardiac Abnormalities in Diabetic Patients with Neuropathy - Effects of 
Aldose Reductase Inhibitor Administration. Diabetes Care 2004; 27(2) 448-454. 
[120] Kinekawa F, Kubo F, Matsuda K, Fujita Y, Kobayashi M, Funakoshi F, Uchida N, 
Watanabe S, Tomita T, Uchida Y, Kuriyama S. Effect of an Aldose Reductase Inhibitor 
on Esophageal Dysfunction in Diabetic Patients. Hepato-Gastroenterology 2005; 52(62) 
471-474. 
[121] Kern TS, Engerman RL. Aldose Reductase and the Development of Renal Disease in 
Diabetic Dogs. Journal of Diabetes and Its Complications 1999; 13(1) 10-16. 
 Diabetes Mellitus – Insights and Perspectives 46 
[122] Engerman R, Kern T, Larson M. Nerve Conduction and Aldose Reductase Inhibition 
During 5 Years of Diabetes or Galactosaemia in Dogs. Diabetologia 1994; 37(2) 141-144. 
[123] Dunlop M. Aldose Reductase and the Role of the Polyol Pathway in Diabetic 
Nephropathy. Kidney international Supplement 2000; 77 S3-12. 
[124] Nishimura C, Yamaoka T, Mizutani M, Yamashita K, Akera T, Tanimoto T. 
Purification and Characterization of the Recombinant Human Aldose Reductase 
Expressed in Baculovirus System. Biochimica et Biophysica Acta (BBA) - Protein 
Structure and Molecular Enzymology 1991; 1078(2) 171-178. 
